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Amendments to the Claims 

This listing of claims will replace all prior versions, and listings, of claims in the application; 
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Listing of Claims: 



Claims 1-16 (canceled) 
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Claim 1 7 (currently amended) A method of screening an individual for predisposition for 
reduced metabolism of a CYP3A4 substrate or a CYF3A5 oubfltrato^ said method comprising: 
determining the presence or absence in the individual of one or both of a G at position 
-392 of the promoter of a CYP3A4 gene with respect to the start codon of said CYP3A4 gene; 
and 

a G at apoDitJon correapondiag - to ^ iuclootide 1037 in SEQ ID NO:1; and 
identifying the individual as having a predisposition for reduced metabolism of the 
CYP3A4 substrate or the CYP 3 A5 ouhgtre te-if one or both of t he G at position -392 of the 
promoter of the CYP3A4 gene with respect to the start codon of the CYP3 A4 gene and the G at a 
po s itiofrooHoopondiQg to nucleotide 1037 - in SEQ ID NOil ar e ^ determined to be present in the 
individual. 



Claim 1 8 (currently amended) The method of C 
determining whether said individual is homozygous 
position -392 of the promoter of the CYP3A4 gene 
CYP3A4 gene and the G at a positioiHroirespondiijig - 



19.-21. (canceled) 



Claim 22 (currently amended) The method 
nitrogen mustard or BCN U and the CYP3A5 

Claims 23-24 (canceled) 



aim 17, wherein.said determining comprises* 
or heterozygous for on c M - >r - both of t he G at 
with respect to the start codon of the 
; to nucleotid e 1037 in SEQ ID NO; l 



of CHaim 17, wherein the CYP3 A4 substrate is a 
s ubstjrate k a nitrogen mustard or BCNU , 
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Claim 25 (currently amended) A method for selecting a treatment for a cancer patient, said 
method comprising: 

determining the presence or absence in the cancer patient of one or bothmere of a G at 
position -392 of the promoter of a CYP3A4 gene with respect to the start codon of the CYP3A4 
gene* a G at a position corresponding to - nuckotido 1037 in SEQ ID NOil; a nd a GSTM1 null 
mutation; and 

selecting a treatment selected from the group consisting of: 

a treatment that does not comprise administration of an anti-cancer prodrug 
metabolized to the active drug by CYP3A4 or CYP3A5 i f one or both of t he G at position 
-392 of the promoter of the CYP3A4 gene with respect to the start codon of the CYP3A4 
gene or th e G at a position corr e sponding to nucleotide - l - Q£7 - iD - SEQ ID NQ:4. is 
determined to be present in the cancer patient; 

a treatment that comprises administration of an anti-cancer prodrug metabolized 
to the active drug by CYP3A4 e^YF3A5 if eno or both of t he G at position -392 of the 
promoter of the CYP3 A4 gene with respect to the start codon of the CYP3 A4 gene ertho 
O^gfe-a-p osition corresponding to nucleotide 1037 in SEQ ID NO:1. i s determined to be 
absent in the cancer patient; 

a treatment that does not comprise administration of an anticancer drug which is 
an alkylating agent metabolized by GSTM1 if the GSTM1 null mutation is determined to 
be absent in the cancer patient: and 

a treatment that comprises administration of an anticancer drug which is an 
alkylating agent metabolized by GSTM1 if die GSTM1 null mutation is determined to be 
present in the cancer patient^ 

a tr e atment that comprises administration of a high e r than conv e ntional dos e of an anti - 
cancer prodrug metabolized to the activ e drug by CY92AA or CYP3A5 if on e OF - both - of 
the O at position 302 of the promoter of the A 4- g e ne - with r e sp e ct to the start codon 
of the CYP3A 4 gene or the G at a position corresponding - to aauolootido 1037 in SEQ ID 
NO n't. 13 dete r mined to b e present - jet the conoer patient; 

a treatm e tit -^ feat - eom.prioep administration of a conventional dooo of on anti canc er 
prodrug metabolized to the aotiv e^ wg - by C YP3 A1 or CYP3 AS if on e or both of the G at 
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position 392 of the promotorof foo CYF3A4 ge ns with respect to tbo atart codon of th e 
CYP3A4 gene or the O at a poaition corrcspondijag to nucleotide 1037 in SEQ ID NO:4« is 
s teteFmined to be absent in the canoer patient; 

a treatment that compris e s - administration of a higli e r than conventional doge of an 
onticanoor drug whioh4s - an alkylating agent metabolized by CrSTMl if the GSTMl-m& 
mutation is determined to b e absent in the oanoer patient; and 

afreatment that comprises adm inis tration - of a conventional done of an antic a ncer drug 
which4»cm alkylating agent m e taboliz e d - by QSTMl if th e GST - MI null mutation is 
d e termined to bo present in fee cancer patient, 

Claim 26 (currently amended) The method of Claim 25, wherein said determining comprises, 
determining whether the cancer patient is homozygous or heterozygous for one or both 
a*efe-of the G at position -392 of the promoter of the CYP3A4 gene with, respect to the 
start codon of the CYP3A4 gene, the Q at a position corresponding to nucleotide 1Q37 in 
SEQ ID NO: 1, and the GSTM1 null mutation. 

Claims 27-29 (canceled) 

Claims 30-34 (canceled) 

Claim 35 (currently amended) The method of claim 17, wherein the determining comprises: 
obtaining a genomic DNA sample from the individual; and 

performing a PGR amplification reaction on the sample using SEQ ID NO: 1 7 and SEP ID 
NO:18 as the o ne or both of P CR primer pair s (a) SEQ ID NO; 17 and SEQ ID NO:1 8 or (b) 
SEQ ID NO:21 and SEQ ID NQgaS ? 

Claim 36 (currently amended) The method of claim 22, wherein the CYP3A4 substrate is the 
nitrogen mustard.-md th e CYP3 A5 substrate is the nitrogen mustard. 

Claim 37 (previously presented) The method of claim 36, wherein the nitrogen mustard is 
cyclophosphamide. 
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Claim 38 (currently amended) The method of claim 22, wherein the CYP3A4 substrate is 
BCNU i and the CYF3A5 subgtmto in BCNU. 

Claim 39 (previously presented) The method of 25, wherein the anti-cancer prodrug is a 
nitrogen mustard 

Claim 40 (previously presented) The method of 39, wherein the nitrogen mustard is 
cyclophosphamide. 

Claim 41 (previously presented) The method of 25, wherein the alkylating agent is a 
nitrosourea, a nitrogen mustard or cisplatin. 

Claim 42 (previously presented) The method of 41, wherein the nitrosourea is BCNU. 

Claim 43 (currently amended) The method of claim 25, wherein to-determining the presence 
or absence in the cancer patient of a G at position -392 ofihe^o moter of a CYP3A4 gene with 
respect to the start codon of the CYP3A4 gene comprises; 

obtaining a genomic DNA sample from the cancer patient; and 

performing a PCR amplification reaction on the sample using SEP ID NO: 17 and SEP 
ID NP:18 as the one or more of P CR primer pain s: (a) SEQ ID NP:17 and SEQ ID NO:18; (b) 
SEQ ID NO:21 and SEQ ID NO;3 S h>H>) SBQ ID NO:23 and SEQ - IP - N»34 t 

Claim 44 (currently amended) The method of claim 25, the method comprising determining 
the presence or absence in the cancer patient of each of the G at position -392 of the promoter of 
a CYP3A4 gene with respect to the start codon of the CYP3A4 gen e ;t he Q at -a- position 
corresponding to nucl e otide 1037 in SEQ ID NO: 4; and the GSTM1 null mutation. 

Claim 42 (previously presented) The method of 41, wherein the nitrosourea is BCNU. 
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Claim 43 (currently amended) The method of claim 25, wherein fee-determining the presence 
or absence in the cancer patient of a Gat position -392 of the promoter of a CYP3A4 rone with 
respect to the start codon of the CYP3A4 gene comprises: 

obtaining a genomic DNA sample from the cancer patient; and 
performing a PCR amplification reaction on the sample using SEP ID NO: 17 and SEP 
ID NO:18 aa the otic or mora of P CR primer pair. o: (a) SEQ ID NP:17 and SEQ ID NP:18; (b) 
SEQ ID NO:21 and SEQ ID NP;22; or (o) SEQ ID NP;23 and SEQ ID NQfl4 w' 

Claim 44 (currently amended) The method of claim 25, the method comprising determining 
the presence or absence in the cancer patient of each of the G at position -392 of the promoter of 
a CYP3A4 gene with respect to the start codon of the CYP3A4 gene ;tfao G at nupleotid fc vl037 - in 
SEQIDNP:4; and the GSTM1 null mutation. 
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